1. Introduction
===============

The Revised International Chapel Hill Consensus Conference 2012 (CHCC2012) subdivides vasculitides based on combinations of features that separate different forms of vasculitis into definable categories.^\[[@R1]\]^ Our case is a presentation of a small to medium vessel antineutrophil cytoplasmic antibody (ANCA)-negative vasculitis with hypereosinophilia but no involvement of either the respiratory tract or the presence of glomerulonephritis. Having a negative ANCA vasculitis with eosinophilia is an uncommon presentation. This condition failed to be added to the pertinent consensus definition of vasculitides despite its importance and significance.

2. Case presentation
====================

Our patient is a 39-year-old Arab male, a known case of dyslipidemia and a heavy smoker for 17 years, who was admitted to the hospital with 3 months history of digital ischemia affecting the left 2nd and 3rd digits in the form of pallor and gangrenous discoloration (with preceding history of Raynaud phenomenon) (Fig. [1](#F1){ref-type="fig"}). Upon questioning, he gave a history of a pinpoint pruritic rash affecting his lower limbs that extended to involve the trunk and upper limbs over a short period of time and responded to only a tapering dose of oral steroids. He also gave a history of typical angina chest pain for which he was previously admitted to another hospital but was discharged on no antianginal measures after undergoing a coronary angiogram. No report of his workup was available. He had no history of any subjective fever, no oral or genital ulcers, and no respiratory symptoms. Also, there was no suggestive history of any autoimmune diseases in his family.

![Ischemic changes in the form of unilateral pallor of the left hand in addition to multiple splinter hemorrhages and digital infarcts.](medi-98-e15392-g001){#F1}

On physical examination, he was afebrile with normal blood pressure detected on both upper limbs with no limb difference. His hands showed a weak left radial pulse as compared to the right with no bruits detected on examination of left upper limb vasculature. His digits showed splinter hemorrhages and a distal infarction on the tip of his left ring finger (Fig. [2](#F2){ref-type="fig"}). There was reduced capillary filling detected in all digits of the left upper limb. The peripheral vascular examination was otherwise unremarkable. The lower limbs showed a vascular rash bilaterally below the knees (Fig. [3](#F3){ref-type="fig"}). A similar lesion was seen on the anterior abdominal wall. His systemic examination was otherwise noncontributory with normal neurologic, musculoskeletal, respiratory, ocular, cardiac, and abdominal examination.

![Splinter hemorrhage on the 2nd through the 5th left digits and distal ulceration on the tip of left 3rd and 4th digits.](medi-98-e15392-g002){#F2}

![Scattered pinpoint healing vasculitic rash over the lower limbs.](medi-98-e15392-g003){#F3}

Initial investigation showed white blood cell count of 12.4 K/μL (4--11) with absolute eosinophil count of 4.34 K/μL (4.7--6.1), hemoglobin of 13.9 g/dL (13--18), platelets of 253 K/μL (140--450), C-reactive protein 0.4 mg/dL (0--0.3), erythrocyte sedimentation rate 44 mm/h (0--20), blood urea nitrogen 23 mg/dL (7--18), creatinine 1.3 mg/dL (0.6--1.2), a total immunoglobulin E (IgE) level of more than 5000 (150--300), antinuclear antibody 1:320 that was homogeneous, 24-hour urine collection for proteins was 205 mg/24 hr (0--150), normal prothrombin time and partial thromboplastin time, normal electrolytes, and normal liver function tests with a normal abdominal ultrasound. Antibody screen was also done, and he only had an insignificant elevation of his anticardiolipin immunoglobulin G of 25.4 (≤14) and immunoglobulin M was 1.3 (0--1.2). Anti-B2 glycoprotein, ANCAs, myeloperoxidase antibodies, protease 3 antibodies, anti-double-stranded DNA, antiribonucleoprotein, anti-Sjogren antibody SSA and SSB, Smith antibodies, lupus anticoagulant, antiscleroderma antibodies (anticentromere antibodies and anti-Scl-70 antibodies), cryoglobulins, human immunodeficiency virus, and viral hepatitis profile were all negative. A transthoracic echocardiogram was also done and was normal with no evidence of vegetations, valvular involvement or wall motion abnormalities. A skin biopsy was sought but since there were no active skin lesions at the time of presentation, it would not be informative, although it was done in previous medical encounters and the results showed nonspecific dermatitis with lymphocytic and eosinophilia infiltration.

A magnetic resonance angiography (MRA) for his left upper limb was done and showed a beaded appearance of the left ulnar artery distally and the radial artery branches in the left hand suggestive of vasculitis yet there is evidence of good filling of the distal arteries (Fig. [4](#F4){ref-type="fig"}). The impression made was hypereosinophilic ANCA-negative medium and small vessel vasculitis for which treatment was started in the form of oral prednisone of 1 mg/kg daily orally as well as azathioprine.

![Beaded appearance of the left ulnar artery and the radial artery branches in the left hand on magnetic resonance angiography (MRA).](medi-98-e15392-g004){#F4}

Two weeks postdischarge, the patient was seen in the outpatient department where his ischemic symptoms improved, and his skin rash healed. Noticed improvement in his splinter hemorrhages was also detected. A plan is made to taper down his steroids gradually while maintaining him on Azathioprine. He continued to maintain his remission on 2 years of follow-up with no active lesions despite the presence of an eosinophil count of more than 1.5  K/μL during this period (Table [1](#T1){ref-type="table"}).

###### 

Patient eosinophil count during follow-up and inflammatory markers.
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3. Discussion
=============

Vasculitic diseases are categorized depending on certain features that vary between different entities. They include the etiology, pathogenesis, type of vessel affected, type of inflammation, favored organ distribution, clinical manifestations, genetic predispositions, and distinctive demographic characteristics (Table [2](#T2){ref-type="table"}).

###### 

Clinical manifestations of vasculitis based on vessel size affected.
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Our patient had a unique presentation of Raynaud phenomenon (Fig. [5](#F5){ref-type="fig"}) with digital infarction of 2 digits, hypereosinophilia and high IgE level but no respiratory or renal involvement, and a vasculitic rash (Fig. [6](#F6){ref-type="fig"}). He also reported a consistent history of ischemic pattern chest pain that did not require the need for antianginal measures with no evident occlusion on coronary angiography. Angiography has been the gold standard for assessing medium- and large-vessel vasculitis for decades. More recently, the emerging of new less invasive imaging techniques with high sensitivity and specificity in assessing artery walls or inflammatory activity like MRA can often replace the use of angiography.^\[[@R2],[@R3]\]^

![Approach to the diagnosis of Raynaud phenomenon adapted from Wigley FM. Raynaud phenomenon. *New England Journal of Medicine* 2002 26;347(13):1001--8.](medi-98-e15392-g007){#F5}

![Diagnostic approach in a patient presenting with cutaneous vasculitis adapted Gonzalez-Gay MA, Garcia-Porrua C, Salvarani C, Scocco GL, Pujol RM. Cutaneous vasculitis: a diagnostic approach. *Clinical and Experimental Rheumatology* 2003 1;21(6; SUPP/32):S85--8.](medi-98-e15392-g008){#F6}

Showing a beaded appearance of both ulnar and radial arteries that was found on MRA with proceeding history of Raynaud phenomenon points toward an involvement of middle to small vessel arteries. Although the presentation does not fit any criteria of the present vasculitic diseases mentioned in CHCC2012.^\[[@R1]\]^ Thromboangiitis obliterans might be implicated but it is not supported by the previously mentioned imaging findings nor is associated with eosinophilia. Eosinophilic granulomatosis with polyangiitis (Churg--Strauss syndrome) is also a possibility but is far less likely with no pulmonary involvement along with a negative immunologic screening. Secondary vasculitis predominantly occurs in relation to infections, drugs, and other rheumatic diseases, which it typically involves small vessels, but they were negative in this case. Having excluded viral causes of vasculitis along with what was mentioned before makes the most likely cause a different entity.^\[[@R4],[@R5]\]^ A major challenge in reaching an early definitive diagnosis in this case was the lack of an accessible biopsiable lesion.

Hypereosinophilic syndrome (HES) is a rare and underdiagnosed disorder, making it difficult to estimate overall prevalence. It is defined by the 3 criteria of having a persistent eosinophilia more than 1.5 K/μL for more than 6 months, lack of known causes of eosinophilia, and presumptive signs and symptoms of organ involvement (Fig. [7](#F7){ref-type="fig"}). Hypereosinophilic vasculitis is a condition that involves a vascular injury due to either a primary eosinophilic vasculitis or an underlying connective tissue disease. This predisposes patients to a prothrombotic state causing venous and arterial thrombosis.^\[[@R6],[@R7]\]^ All these elements were present in this case and the favorable response he had on treatment with reduction in the absolute eosinophilic count makes it the most likely diagnosis. This condition is still not yet included as a separate entity in the CHCC2012.

![Diagnostic criteria for hypereosinophilic syndrome.](medi-98-e15392-g009){#F7}

Vasculitides are chronic diseases that need lifelong treatment. This affects the short- and long-term management plans for these patients. Starting with steroids would give a quick resolution of the acute presentation and would be lifesaving as is evident by the literature and current practice. But the patients are in need to be bridged with another suitable immunosuppressant or modulator that ensure long-term remission of the disease and avoid long-term side effects of steroids. The British Society of Rheumatology in ANCA-associated vasculitis recommends the use of glucocorticoids and intravenous pulse cyclophosphamide or rituximab to establish disease remission and then maintain the clinical response with either azathioprine or methotrexate.^\[[@R8]\]^ Mycophenolate mofetil or leflunomide may be used as alternatives for intolerance to or lack of efficacy of azathioprine or methotrexate. Rituximab may also be used as maintenance therapy. The European League against Rheumatism (EULAR) in collaboration with the European Renal Association and the European Vasculitis Society adds the consideration of plasma exchange in the presence of rapidly progressive renal failure or pulmonary hemorrhage in newly diagnosed ANCA-associated vasculitis.^\[[@R9]\]^ These guidelines are mostly based on few randomized control trials, control trials without randomization, descriptive studies, and expert consensus. However, there is no mention of ANCA-negative vasculitis in these guidelines with clear lack of high quality evidence. The American College of Rheumatology has yet to release their vasculitis guidelines. In terms of treating HES per se, a high level of evidence is also still lacking and most of the recommendations are based on expert opinion (Table [3](#T3){ref-type="table"}). Furthermore, it is noteworthy that monitoring peripheral blood eosinophilia is a reasonable approach in following these patients but in fact there is no clear relation between organ damage and eosinophilic count.^\[[@R10]\]^ Thus, the clinical response and patient symptoms are the main drive in decision making until the development of more specific and accurate disease activity markers and in this case the absolute eosinophilic count was still elevated but trending down which was reassuring.

###### 

Summary of treatment options for HES.
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4. Conclusion
=============

Even with the advances since the proposed nomenclature of the CHCC2012, there are still yet some entities of vasculitis that need to be defined. Frequent reevaluation for vasculitic diseases criteria appears to be essential. ANCA-negative vasculitis with hypereosinophilia in the setting of absent respiratory and renal involvement is an uncommon presentation. MRA has a corner stone place as a noninvasive imaging technique that can replace angiography and improve diagnosis in the absence of an accessible biopsy.
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